Appln.No. 10/600,695 
Response dated October 13, 2005 

Reply to Non-Compliant Amendment dated September 29, 2005 

Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings of claims in the 

application: 

Listing of Claims: 

1. -20. (Canceled) 

2 1 . (Currently amended) A pharmaceutical composition for preventing er 
treating a condition in a mammal characterized by undesired thrombosis comprising a 
pharmaceutically acceptable carrier and a pharmaceutically effective amount of a compound of 
claim 1 the formula (I): 

A-O-D-E-G-J-X 

wherein: 

A is selected from the group consisting of: 
-C(=NR 2 )N(R 2 ,R 3 ); and 

phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of: 

halo. -CN, -C(=Q)-N(R 2 , R\ -NOi, -SO,N(R 2 , R\ -SO,R 2 , -(CH^NR 2 R 3 , -(CHi) m - 
C(=NR 3 VR 2 , -(CH,U-C(=NR 2 )-N(R 2 JR\ -(CH^ m -N(R 2 )-C(=NR 2 VN(R 2 ,R 3 ), - 
(CH?) m NR 2 -C^heterocvclics, Ci_4alkvl, C^alkenyl, C^alkvnvh C^cvcloalkvU Cn- 
dalkvlCvfiCvcloalkvU -CF^ -OR 2 , and a 5-6 membered heterocyclic system containing 
from 1-4 heteroatoms selected from N, O and S, wherein from 1-4 hydrogen atoms 
on the heterocyclic system may be independently replaced with a member selected 
from the group consisting of halo, Ci-Ca-alkyl, -CN Cuaalkvl, C?_*alkenvh Ci. 
^alkvnvl, C^cycloalkyl, Cn-4alkylC^cycloalkyl and -NO?; 
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each R 2 and R 3 is a member independently selected from the group consisting of: 

-H, -Ci_*alkvh -Ci^alkyloxy, -C^alkenyl, -C^alkynyl, -Cv«cycloalkyl, 
-Cn-^alkylC^cycloalkyl and -Cn-6alkyl-(carbocyclic aryl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, 
-O^alkyl, -C^alkenyl, -C^alkynyl, -C^cycloalkyl, -Co_4alkylCXscycloalkyl, 
-S(=Q)rOH, -CN, -CF. and -NO?; 

m is an integer of 0-2; 

Q is a direct link; 

D is phenyl, which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

halo, -Ci^alkvh -Ci^alkyloxy, -C?.*alkenvl, -Ci^alkynvK -Cygcycloalkyl, 
-Cn-^alkvlC^cvcloalkyK -S(=Q)rOH, -CN, -NO?, -(CH ? ) n -N(-R 2a , -R 3a ), -S(=Q),-N(- 
R 2a . -R 3a ), -S(=Q),-R 2a , -CF^, -(CH ? ) n -OR 2a , -C(=Q)-Q-R 2a . -C(=Q)-N(-R 2a , -R 3a ), 
-C(=NH)-N(-R 2a , -R 3a ), -C(=NMe)-N(-R 2a , -R 3a ), 2-imidazolin-2-yl, l-methyl-2- 
imidazolin-2-yl and a 5-6 membered aromatic heterocyclic ring containing 1-4 
heteroatoms selected from N, O and S and -Cn-^alkyHcarbocvclic aryl), wherein 
from 0-4 hydrogen atoms on the ring atoms of the aromatic heterocyclic ring and 
the carbocyclic aryl moiety may be independently replaced with a member selected 
from the group consisting of halo, -Chalky!, -C^alkenyl, -d-^alkynyl, - 
Cvacvcloalkyl, -Cn^alkylCvscycloalkyl, -CN, -CF ? and -NO?; 

n is an integer of 0-2; 
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R 2a and R 3a are independently selected from the group consisting of: 

-H. -Ci-^alkvK -Ci^alkvloxy, -C?.*alkenvl. -C^alkvnvl. -C^evcloalkyl, 
-Cru;alkvl(Xgcvcloalkvl and -Gu;alkvl-(carbocvclic arvO. wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocvclic arvl moiety may be 
independently replaced with a member selected from the group consisting of halo, 
-Ci^alkvU -C^alkenyl, -Q^alkynyl, -Cvscycloalkvl. -Cn^alkvlCvucycloalkvl, 
-S(=Q)rOH, -CN, -CF. and -NO?; 

E is -NH-C(=Q)-; 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of: 

halo. -Ci^alkvl. -C7^alkenyl. -C^alkynyl. -C^cycloalkvl. -Cn^alkvlC^cvcloalkyl, 
-C^alkvl-C(=OVOH, -CN. -NO,. -S(=Q) 7 -OH. -N(-R 2b . -R 3 \ -C(=OVN(-R 2b . -R 3b ), - 
S(=OVN(-R 2b . -R 3 \-S(=OVR 2b . -CF,. -Q-R 2b . -Q-CH,-CH ? -0-R 2b , 
-0-CH,-C(=0)-0-R 2b . -N(-R 2b )-CH,-CH,-Q-R 2b . -N(-CH,-CH,-Q-R 2 V 
-N(-R 2 YC(=Q)-R 3b . -N(-R 2 VS(=OVR 3b . and a 5-6 membered heterocyclic ring 
containing 1-4 heteroatoms selected from N. O and S substituted with 0-4 R lb ' 
groups; 

each R 2b and R 3b is a member independently selected from the group consisting of: 

-H. -Ci^alkvl. -Ci^alkvloxv. -C?.*alkenvl. -C^alkvnvl. -Ci. 8 cvcloalkvl. 
-Cn-fialkvlCv«cvcloalkvl and -C<u;alkvl-(carbocvclic arvO. wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocvclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, - 
Ci^alkvl. -C^alkenvl, -C^alkvnvl. -Cvscvcloalkvl, -Cn^alkvlC^cvcloalkvl. - 

S(=OVO". -CN. -CF, and -NO?; 
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each R lb ' is a member independently selected from the group consisting of: 

halo. -Chalky!. -C^alkenvl. -C^alkvnvl. -C^cvcloalkvl, -Cn^alkylC^cvcloalkyl, 
-C,.4alkyl-C(=OVOH, -CN. -NO?, -S(=Q),-OH. -N(-R 2b '. -R 3b ). -C(=Q)-N(-R 2b '. - 
R 3b \ -S(=OVN(-R 2b '. -R 3b ). -S(=OVR 2b '. -CF,. -Q-R 2b . -Q-CH,-CH,-Q-R 2b . 
-0-CH,-Cr=Q)-Q-R 2b . -N(-R 2b VCH,-CH,-0-R 2b '. -N(-CH,-CH,-Q-R 2b \, 
-N(-R 2b VC(=Q)-R 3b and -N(-R 2b ')-S(=OVR 3b '; 

each R 2b ' and R 3b are independently selected from the group consisting of: 

-H. -Ci^alkvK -Ci^alkoxv. -C7^alkenvl. -C^alkvnvl. -Ci.«cvcloalkvl. -Cn^alkvlC^. 
gcycloalkyl and -Cn-<;alkvl-(carbocvclic aryD, wherein from 0-4 hydrogen atoms on 
the ring atoms of the carbocyclic aryl moiety may be independently replaced with a 
member selected from the group consisting of halo. -Ci^alkvK -Ci^alkenvK -Cl 
*alkvnvl. -C^cvcloakvl. -Cn.dalkvlC^cvcloalkvl. -St=Q)i-OH. -CN. -CF3 and -NO*; 

J is a direct link; 

X is a naphthvK which is substituted with 0-3 R lc groups; 

each R lc is a member independently selected from the group consisting of: 

halo. -CF^. -Ci^alkyl. -C^alkenyl. -C^alkynyl. -C^cvcloalkyl, 
-Cn^alkvlC^cvcloalkvl. -C,.,alkvl-C(=0)-OH, -CF*. -CN. -NO,. (CH,VN(-R 2c . 
-R 3c ). -Ct=Q)-N(-R 2c . -R 3c ). -C(=NHVN(-R 2c . -R 3c ). -C(=NMe)-Nt-R 2c . -R 3c ). -S(=Q)i- 
N(-R 2c . -R 3c ). -S(=Q) 7 -R 2c . -S(=OVOH, -CF,. -OR 2c , -Of-CH ? VO-R 2c , 
-Ot-CH ? ),-C(=0)-0-R 2c . -N(-R 2c ). -Q(-CH ? VO-R 2c . -NK-CH,VO-R 2c h, 
-(CH,^-N(-R 2c )-C(=OVR 3c , -(CH,) T -N(-R 2c )-S(=OVR 3c . and a 5-6 membered 
heterocyclic ring containing 1-4 heteroatoms selected from N. O and S; 

z is an integer of 0-4; 
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each R 2c and R 3c is a member independently selected from the group consisting of: 

-H, -Q_*alkvl, -O.*alkyloxv, -C^alkenvl, -C^alkynyl, -C^cvcloalkyl, 
-Co_*alkylCXscycloalkyl and -Cn^alkyl-(carbocyclic aryl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, - 
Ci^alkyU -Ci^alkenvl, -Ci-^alkynyl, -Cvgcvcloalkyl, -Cn-aalkylC^cvcloalkyl, - 
S(=0)?-OH, -CN, -CF, and -NQ 2 ; 

and all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof . 

22. (Currently amended) A method for preventing or treating a condition in 
a mammal characterized by undesired thrombosis comprising administering to said mammal a 
therapeutically effective amount of a compound of claim 1 the formula (I): 

A-O-D-E-G-J-X 

wherein: 

A is selected from the group consisting of: 
-C(=NR 2 )N(R 2 ,R 3 ); and 

phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of: 

halo, -CN, -C(=OVN(R 2 , R\ -NO,, -S07N(R 2 , R\ -SO?R 2 , -(CH,) m NR 2 R 3 , -(CHi) m - 
C(=NR 3 )-R 2 , -fCH ? U-C(=NR 2 )-N(R 2 ,R\ (CH,) m -N(R 2 )-C(=NR 2 VN(R 2 ,R 3 ), - 
(CH2) m NR 2 -C^heterocvclics, 0_4alkvl, C^alkenvl, C^alkvnyl, C^cvcloalkvl, C n ^ 
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alkvlC^cvcloalkvl -CFu -OR 2 , and a 5-6 membered heterocyclic system containing 
from 1-4 heteroatoms selected from N, O and S, wherein from 1-4 hydrogen atoms 
on the heterocyclic system may be independently replaced with a member selected 
from the group consisting of halo, Ci-C 4 -alkvl, -CN Ci_dalkyl, C^alkenyl, Q. 
*alkynyl, C^cycloalkyl, Cn-4alkylC^cvcloalkyl and -NQ 2 ; 

each R 2 and R 3 is a member independently selected from the group consisting of: 

-H, -C i ^alky U -C 1 ^alky loxy, -Ci^alkenyl, -C^alkyny 1, -C^cvcloalkyl, 
-Cn-^alkylC^cycloalkyl and -Cn_*alkyl-(carbocyclic aryl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, 
-Ci-aalkyl, -C^alkenyl, -C^alkynyl, -C^cvcloalkvl, -Cn^alkvlCi.gcycloalkyl, 
-S(=Q),-OH, -CN, -CF. and -NO$ 

m is an integer of 0-2; 

Q is a direct link; 

D is phenyl, which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

halo, -Ci^alkvl, -Ci^alkyloxy, -C?.*alkenyl, -C^alkynyl, -Cyscycloalkyl, 
-Cn^alkylCvscycloalkyl, -S(=Q)rOH, -CN, -NO?, -(CEh) n -N(-R 2a . -R 3a ). -S(=Q)?-N(- 
R 2a _ R 3 fl) , S(=Q)? , R 2a _ CF ^ , (CH? ) n -OR^ -C(=0)-0-R 2a , -C(=Q)-N(-R 2a , -R 3a ), 
-C(=NH)-N(-R 2a , -R 3a ), -C(=NMe)-N(-R 2a , -R 3a ), 2-imidazolin-2-yL l-methyl-2- 
imidazolin-2-yl and a 5-6 membered aromatic heterocyclic ring containing 1-4 
heteroatoms selected from N, O and S and -Cn^alkyl-fcarbocyclic aryl), wherein 
from 0-4 hydrogen atoms on the ring atoms of the aromatic heterocyclic ring and 
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the carbocyclic aryl moiety may be independently replaced with a member selected 
from the group consisting of halo, -Ci^alkvl, -C^alkenvl. -C^alkvnvl. - 
C^cvcloalkvl, -Cn^alkvlC^cvcloalkvl, -CN. -CF> and -NO?; 

n is an integer of 0-2; 

R 2a and R 3a are independently selected from the group consisting of: 

-H. -CiusalkvL -O^alkvloxy, -Cs^alkenyl, -C^alkynyK -Cvscvcloalkyl, 
-Cn.<;alkylC% s cvcloalkvl and -Cn^alkvHcarbocvclic arvl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, 
-Ci-jalkvU -C^alkenvl. -C^alkvnvl. -C^cvcloalkvl. -Cn^alkvlC^cvcloalkvK 
-S(=OWOH. -CN, -CF, and -NO^; 

E is -NH-C(=OV. 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of: 

halo. -Chalky!. -C^alkenvl. -C^alkynyl, -C^cvcloalkvl, -Cn^alkylC^cvcloalkyl, 
-C,^alkvl-C(=OVOH, -CN. -NO,, -S(-0)rOH, -N(-R 2b . -R 3b ), -C(=OVNr-R 2b . -R 3b ), - 
S(=Q1,-N(-R 2b . -R 3b ).-S(=OVR 2b . -CF„ -OR 2b , -0-CH,-CH ? -0-R 2b , 
-0-CH,-C(=OVO-R 2b . -N(-R 2 VCH,-CH,-Q-R 2b . -Nf-CH,-CH 7 -Q-R%, 
-N(-R 2b )-C(=Q)-R 3b . -N(-R 2b VS(=OWR 3b , and a 5-6 membered heterocyclic ring 
containing 1-4 heteroatoms selected from N. O and S substituted with 0-4 R lb ' 
groups? 



Page 8 of 36 



Appln. No. 10/600,695 
Response dated October 13, 2005 

Reply to Non-Compliant Amendment dated September 29, 2005 

each R 2b and R 3b is a member independently selected from the group consisting of; 

-H. -Ci^alkvK -G^alkvloxv, -C^alkenvl. -C^alkvnvl, -C*.«cvcloalkvl, 
-Cn.*alkvlCvgCvcloalkvl and -Cn^alkvl-fcarbocvclic aryl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, - 
Cuaalkvl. -C^alkenyl, -C^alkynyl, -C^cvcloalkvl. -Co^alkvlC^cycloalkyl, - 

S(=0)7-0". -CN. -CF. and -NO?: 

each R lb is a member independently selected from the group consisting of: 

halo. -Ci^alkvl. -C^alkenvl. -C^alkvnvK -C^cvcloalkvl, -Cn^alkvlC^^cvcloalkvl, 
-C,^alkvl-C(=Q)-OH. -CN, -NO?, -Sf=Q) ? -OH, -N(-R 2b '. -R 3b ). -C(=OVN(-R 2b ', - 
R 3b \ -S(=OVN(-R 2b ', -R 3b ), -S(=OVR 2b , -CF„ -Q-R 2b ', -0-CH ? -CH ? -0-R 2b , 
-0-CH,-C(=0)-0-R 2b , -N(-R 2b VCH,-CH,-OR 2b , -N(-CH,-CH,-OR 2b h, 
-N(-R 2b VC(=Q)-R 3b ' and -N(-R 2b VS(=Q),-R 3b '; 

each R 2b ' and R 3b ' are independently selected from the group consisting of: 

-H. -Ci^alkvl. -Ci^alkoxv, -C7^alkenvl. -C^alkvnvl. -C^cvcloalkvl. -Cn^alkvlC*. 
gcvcloalkvl and -Cn4>alkvl-(carbocvclic arvD. wherein from 0-4 hydrogen atoms on 
the ring atoms of the carbocyclic aryl moiety may be independently replaced with a 
member selected from the group consisting of halo, -G^alkyl, -Cr^alkenyl, -C2- 
^alkvnvl, -C.. s cycloakvl, -Cn^alkvlC.. 8 cvcloalkvl. -S(=0) ? -OH. -CN, -CF3 and -NO?; 

J is a direct link; 

X is a naphthvl, which is substituted with 0-3 R lc groups; 
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each R lc is a member independently selected from the group consisting of: 

halo, -CFi, -Ci-^alkvU -C^alkenyl, -Ci^alkvnvl, -CygcvcloalkvU 
-Ca_*alkvlC^cvcloalkvh -Ci^alkvl-C(=OVOH, -CF., -CN, -N(K -(CH,VN(-R 2c , 
-R 3c l -C(=Q)-N(-R 2c , -R 3c ), -C(=NHVN(-R 2c , -R 3c ), -C(=NMe)-N(-R 2c , -R 3c ), -S(=Q),- 
N(-R 2c , -R 3c ), -S(=OVR 2c , -Sf^VOH, -CF^ -OR 2c . -Q(-CH,VO-R 2c , 
-Q(-CH?VC(=OVO-R 2c , -N(-R 2c V -Q(-CH,VO-R 2c , -NK-CH^-Q-R 2c l?, 
-(CH7^-N(-R 2c )-C(=Q)-R 3c , -(CH^-N(-R 2c )-S(=OVR 3c , and a 5-6 membered 
heterocyclic ring containing 1-4 heteroatoms selected from N, O and S; 

z is an integer of 0-4; 

each R 2c and R 3c is a member independently selected from the group consisting of: 

-H, -Ci-salkyl, -Q^alkyloxy, -Ci^alkenyh -C^alkynyl, -C^cycloalkyl, 
-Cn-^alkylCi^cycloalkyl and -Cn^alkvHcarbocyclic arvl), wherein from 0-4 
hydrogen atoms on the ring atoms of the carbocyclic aryl moiety may be 
independently replaced with a member selected from the group consisting of halo, - 
Ci-aalkyU -C^alkenyl, -C^alkvnyl, -Cvscycloalkvl, -Cn^alkylC^cvcloalkyl, - 
S(=Q)rOH, -CN, -CF. and -NO2; 

and all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof . 

23. (Currently amended) The method of claim 22 6, wherein the condition is 
selected from the group consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory angina, 
occlusive coronary thrombus occurring post-thrombolytic therapy or post-coronary 
angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic stroke, 
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thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular coagulation, 
thrombotic thrombocytopenic purpura, thromboangiitis obliterans, thrombotic disease 
associated with heparin-induced thrombocytopenia, thrombotic complications associated 
with extracorporeal circulation, thrombotic complications associated with 
instrumentation, and thrombotic complications associated with the fitting of prosthetic 
devices. 

24. (Canceled) 

25. (Currently amended) A pharmaceutical composition of claim 21 for 
preventing or treating a condition in a mammal characterized by unde s ir e d thrombo s i s 
comprising a pharmaceutical^ acceptable carri e r and a pharmaceutical^ effective amount 
of a compound of claim 2 

wherein: 

A is phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of; 

halo, Ci^alkvl, -CN, -C(=Q)-N(R 2 , R\ -NO,, -SO,N(R 2 , R 3 ), -SO,R 2 , -(CH,) m NR 2 R 3 , 
-(CHV> m -C^NR 3 )-R 2 , -(CH,) m -C(=NR 2 VN(R 2 ,R 3 ), -(CH,U -NfR 2 VC(=NR 2 VN(R 2 ,R 3 ), 
-(CHi) f nNR 2 -C^heterocvclics, C^alkenvl, Ci^alkynyl, Cvscvcloalkvl, Cn-aalkylCy 
gcvcloalkvl, -CFj, -OR 2 , and a 5-6 membered heterocyclic system containing from 1- 
4 heteroatoms selected from N, O and S; 

each R 2 and R 3 is a member independently selected from the group consisting of: 

-H, -Ci^alkyl and -Cn^alkyl-(carbocyclic aryl); 
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Q is a direct link; 

D is phenyl, which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

halo, -Cualkvl. -CN, -N(K -(CH,) n -N(-R 2a , -R 3a ), -S(=OWN(-R 2a , -R 3 \ -S(=Q), R 2 \ 
-Cfru -(CH 2 )n-OR 2a , -C(=OVO-R 2a , -C(=Q)-N(-R 2a , -R 3 \ and a 5-6 membered 
aromatic heterocyclic ring containing 1-4 heteroatoms selected from N, O and S; 

n is an integer of 0-2; 

R 2a and R 3a are independently selected from the group consisting of: 

-H, -Ci-aalkyl and -Ci-4alkyl-(carbocyclic aryl); 
E is -NH-C(=OV; 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of: 

1 2b r»3bx rv—irw XT/ D 2b D 3b \ cr-=n\._lW 0 2b 



naio, -^i^aiKvi, -*_rN, -rs\J2, -iii-n. , -k. j, -li-um^-iv , - 
R 3b ), -S(=0),-R 2b . -CF,, -0-R 2b , -0-CH,-CH,-0-R 2b , 


-0-CH,-Ct=OVO-R 2b . 


-Nt-R 2b )-CH,-CH,-0-R 2b , -Nt-CH,-CH,-0-R%. 


-Nf-R 2b )-Ct=0)-R 3b , 


-Nf-R 2b VS(=OVR 3b . and a 5-6 membered heterocyclic 


ring containing 1-4 


heteroatoms selected from N, O and S; 
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each R 2b and R 3b is a member independently selected from the group consisting of: 

-H, -Ci_4alkyl and -Ci^alkvl-fcarbocvclic aryl); 

J is a direct link; 

X is a naphthyl, which is substituted with 0-3 R lc groups; 

each R lc is a member independently selected from the group consisting of: 

halo, -Ci^alkvl. CN, -NO,, -(CH,VN(-R 2c , -R 3c ), -C(=OVN(-R 2c , -R 3c ), 
-C(=NH)-N(-R 2c , -R 3c ), -C(=NMe)-N(-R 2c , -R 3c ), -S(=Q)i-N(-R 2c . -R 3 \ -S(=Q)i-R 2c , 
■Sf^VOH, -CF., -OR 2c , -Q(-CH,VO-R 2c , Of-CH^-C^OVO-R 2 '. -N(-R 2c ), 

-0(-CH,) 7 -0-R 2c , -Nr(-CH,VO-R 2c h, -(CH ? ) 7 -N(-R 2c VC(=Q)-R 3c , 

-(CH2)z"N(-R 2c )-S(=Q)i-R 3c , and a 5-6 membered heterocyclic ring containing 1-4 
heteroatoms selected from N, O and S; 

z is an integer of 0-4; 

each R 2c and R 3c is a member independently selected from the group consisting of: 

-H, -Ci^alkyl and -Ci.4alkyl-(carbocyclic aryl); 

or all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof. 

26. (Currently amended) The A method for preventing or tr e ating a 
condition in a mammal characterized by undc s ircd thrombosi s comprising admini s tering 
to s aid mammal a therapeutically effective amount of a compound of claim-2 22 

wherein: 



Page 13 of 36 



Appln. No. 10/600,695 
Response dated October 13, 2005 

Reply to Non-Compliant Amendment dated September 29, 2005 
A is selected from the group consisting of: 

phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of: 

halo. Ci^alkyl, -CN, -C(=OVN(R 2 « R\ -NO?, -SO ? N(R 2 , R 3 ), -SO,R 2 , -(CH,) m NR 2 R 3 , 
-(CH,U-C(=NR 3 )-R 2 , -(CH,) m -C(=NRVN(R 2 ,R 3 ), -(CH,) m -N(R 2 )-C(=NR 2 )-N(R 2 ,R 3 ), 
-(CHi) m NR 2 -C^heterocyclics. C?_*alkenyK C^alkynyK Cvscycloalkvh Cn^alkylCi. 
gcycloalkvl, -CFi, -OR 2 , and a 5-6 membered heterocyclic system containing from 1- 
4 heteroatoms selected from N, O and S; 

each R 2 and R 3 is a member independently selected from the group consisting of: 

-H, -Cuaalkyl and -Cn^alkyHcarbocyclic aryl); 

m is an integer of 0-2; 

Q is a direct link; 

D is phenyl, which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

halo. -Cualkyl, -CN, -NO., -(CH2)n-N(-R 2a , -R 3a ), -S(=Q)?-N(-R 2a , -R 3a ), -S(=Q)i-R 2a , 
-CF,, -(CHi) n -OR 2a . -C(=OVO-R 2a , -Cf=Q)-N(-R 2a , -R 3a ), and a 5-6 membered 
aromatic heterocyclic ring containing 1-4 heteroatoms selected from N, O and S; 

n is an integer of 0-2; 

R 2a and R 3a are independently selected from the group consisting of: 
-H, -Cu4alkyl and -O^alkvHcarbocyclic aryl); 
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E is -NH-C(=Q)-; 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of; 

halo, -Ci^alkvh -CN, -NO,, -N(-R 2b , -R 3b ), -C(=OVN(-R 2b , -R 3t \ -S(=OVN(-R 2b , - 
R 3b ), -S(=Q)i-R 2b , -CF^ -OR 2b , -Q-CH,-CH?-0-R 2b , -0-CH,-C(=0)-0-R 2b , 
-N(-R 2 YCH ? -CH,-OR 2b , -N(-CH?-CH ? -OR 2b K -N(-R 2b VC(=Q)-R 3b , 

-N(-R 2b VS(=Q)i-R 3b , and a 5-6 membered heterocyclic ring containing 1-4 
heteroatoms selected from N, O and S; 

each R 2b and R 3b is a member independently selected from the group consisting of: 

-H, -Ci-4alkyl and -Ci_4aIkyl-(carbocyclic aryl); 

J is a direct link; 

X is a naphthyl, which is substituted with 0-3 R lc groups; 

each R lc is a member independently selected from the group consisting of: 



naio, -i^i^aiKVU -v^r>, -tv^rnj 7 -iM-iv 
-Cf=NH)-Nf-R 2c . -R 3c ), -a=NMe)-Nt-R 2c , -R 3c ), 


-St=OVNt-R 2c . -R 3c ). -Sf=0),-R 2c . 


-Sf=OVOH. -CF,, -OR 2c . (X-CH,VO-R 2c , 


-0(-CH^-Cf=0)-0-R 2c , -N(-R 2c ), 


-Of-CH,VO-R 2c , -N[f-CH ? VO-R 2c l 2 . 


-rCH 7 ),-Nf-R 2c )-Cr=0)-R 3c , 


-(CH2),-Nf-R 2c )-Sr=0)2-R 3c , and a 5-6 membered heterocyclic rine containing 1-4 


heteroatoms selected from N, O and S; 



z is an integer of 0-4; 
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each R 2c and R 3c is a member independently selected from the group consisting of: 

-H, -Cuialkvl and -O^alkyHcarbocvclic arvO; 

or all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof. 

27. (Currently amended) The method of claim 26 W, wherein the condition is 
selected from the group consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory angina, 
occlusive coronary thrombus occurring post-thrombolytic therapy or post-coronary 
angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic stroke, 
thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular coagulation, 
thrombotic thrombocytopenic purpura, thromboangiitis obliterans, thrombotic disease 
associated with heparin-induced thrombocytopenia, thrombotic complications associated 
with extracorporeal circulation, thrombotic complications associated with 
instrumentation, and thrombotic complications associated with the fitting of prosthetic 
devices. 

28. (Canceled) 

29. (Currently amended) A pharmaceutical composition of claim 21 for 
preventing or treating a condition in a mammal characterized by unde s ircd thrombosis 
comprising a pharmaceutical^ acceptable carrier and a pharmaceutical^ effective amount 
of a compound of claim 3 

wherein: 
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A is selected from the group consisting of: 

S0 2 NH 2 S0 2 NHMe S0 2 Me CH 2 NH 2 CH 2 NMe 2 CN CONH 2 CONMe 2 



2 OW 2 INniVIC OW 2 IVIC .-■•£."•< j 'i ~£ j i I 

^v/j_ q- q- q- q- o^O-G 



N-, 

HN HN H -N M * N ^ J 
-NH 2 >-NMe 2 r- N ^f ) r ^ J V H 
I . ( . — / ,-4 MeN—' /r\ MeN—' 1 H 

ry- (y- q_ Q_ (jy- (j- (j- 

H N Me n JL^ Jj~~\ 

C H ~~f > C H ~~f 7 HN^N HN^O / NC H 2 NH 2 C Me 2 NH 2 C 



^r- O w- w- 



o-*o- o- o- 



H,NOC 



and 




CI 



Q is a direct link; 

D is selected from the group consisting of: 

-o -d-<$- -o--fy- 

F F F 

Me OMe C0 2 H Br 

_Q Q and 

E is -NH-C(=OV; 

G has the following formula: 

Rtb Rib 

N 



each R lb is a member independently selected from the group consisting of: 

-H. -Me. -CFu -F. -CI. -Br, -SQ 7 Me. -CN. -CONH?. -CONMe,. -NH?. -NO,, 
NHCOMe. -NHSO2MC -CH?NH? and -COiH; 
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J is a direct link; 

X is selected from the group consisting of: 
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or all pharmaceuticallv acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof 



30. (Currently amended) The A method for preventing or treating a 
condition in a mammal characterized by undesired thrombosi s comprising administ e ring 
to s aid mammal a therapeutically effective amount of a compound of claim-J 22 

wherein: 
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A is selected from the group consisting of: 




H 2 NOC 

and 



Q is a direct link; 

D is selected from the group consisting of: 




E is -NH-C(=Q)-; 

G has the following formula: 




each R lb is a member independently selected from the group consisting of: 

-H, -Me, -CF^ -F, -CI, -Br, -SChMe, -CN, -CONH ? , -CONMe 2 , -NH?, -NQ 7 , - 
NHCOMe, -NHSO?Me, -CH,NH, and -COiH; 
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J is a direct link; 

X is selected from the group consisting of: 




o o o 
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or all pharmaceutically acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof. 

3 1 . (Original) The method of claim 30, wherein the condition is selected from 
the group consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory angina, 
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occlusive coronary thrombus occurring post-thrombolytic therapy or post-coronary 
angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic stroke, 
thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular coagulation, 
thrombotic thrombocytopenic purpura, thromboangiitis obliterans, thrombotic disease 
associated with heparin-induced thrombocytopenia, thrombotic complications associated 
with extracorporeal circulation, thrombotic complications associated with 
instrumentation, and thrombotic complications associated with the fitting of prosthetic 
devices. 

32. (Canceled) 

33. (Currently amended) A pharmaceutical composition of claim 21 for 
preventing or treating a condition in a mammal characterized by undesired thrombo s is 
comprising a pharmaceutical!) acceptable carrier and a pharmaceutical^ effective amount 
of a compound of claim 4 

wherein: 

A is phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of: 

halo. C^alkvL -CN, -C(=Q)-N(R 2 , R\ -NO,. -SO JWR 2 , R\ -SO.R 2 , -(CH,) m NR 2 R 3 , 
-(CH,) m -C(=NR 3 VR 2 , -(CH 7 U-C(=NRVN(R 2 Jt\ -(CH,) m -N(R 2 VC(=NR 2 )-N(R 2 ,R 3 ), 
-(CH2) m NR 2 -C^heterocvclics, C^alkenvU C^alkvnyl, C^cvcloalkvl, Cn.4alkvlO. 
gcvcloalkvU -CFj, -OR 2 , and a 5-6 membered heterocyclic system containing from 1- 
4 heteroatoms selected from N, O and S; 
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each R 2 and R 3 is a member independently selected from the £roup consisting of: 

-H, -O^alkyl and -Cn-4alkyl-(carbocyclic aryl); 

m is an integer of 0-2; 

Q is a direct link; 

D is phenyl, which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

halo. -CualkvL -CN, -NO,, -(CH,) n -N(-R 2a , -R 3a ), -S(=OVN(-R 2a , -R 3a ), -S(=Q) ? -R 2a , 
-(CH?) n -OR 2a , -C(=Q)-Q-R 2a , -C(=OVN(-R 2a , -R 3a ), and a 5-6 membered 
aromatic heterocyclic ring containing 1-4 heteroatoms selected from N, O and S; 

n is an integer of 0-2; 

R 2a and R 3a are independently selected from the group consisting of: 

-H, -Ci^alkyl and -Ci^alkyl-(carbocyclic aryl); 
E is -NH-C(=Q)-; 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of: 

halo. -C^alkyl -CN, -NO?, -N(-R 2b , -R 3 \ -C(=OVN(-R 2b , -R 3b ), -S(=OVN(-R 2b , - 
R*\ -S(=Q) ? -R 2b , -CF., -OR 2b , -0-CH2-CH,-0-R 2b , -0-CH,-C(=0)-0-R 2b , 
-N(-R 2b )-CH?-CH.-Q-R 2b , -N(-CH?-CH 7 -OR 2 V -N(-R 2b )-C(=0)-R 3b , 

-N(-R 2b )-S(=Q)i-R 3b , and a 5-6 membered heterocyclic ring containing 1-4 
heteroatoms selected from N, O and S; 
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each R 2b and R 3b is a member independently selected from the eroup consisting of: 

-H, -Ci_4alkvl and -Ci^alkyl-fcarbocvclic aryl); 

J is a direct link; 

X is a naphthvl which is substituted with 0-3 R lc groups; 

each R lc is a member independently selected from the group consisting of: 



naio, -^i.4aiKvi, -i^nii^ni-R 
-Ct=NHVNt-R 2c . -R 3 \ -Cf=NMeVN(-R 2c . -R 3c ), 


-Sf=0),-Nr-R 2c . -R 3c >. -Sf=OVR 2c , 


-Sf=OVOH, -CF,, -0-R 2c . -Of-CH,VO-R 2c , 


-<N-CHi),-a=0)-0-R 2c , -Nf-R 2c ), 


-CW-CH^-0-R 2c . -NN-CH,VO-R 2c l,, 


(CH^-Nf-R 2c VCr=0)-R 3c , 


-fCH 2 VN(-R 2c )-S(=OVR 3c , and a 5-6 membered heterocyclic ring containing 1-4 


heteroatoms selected from N, O and S; 



z is an integer of 0-4; 

each R 2c and R 3c is a member independently selected from the group consisting of: 
-H, -Ci^alkyl and -Chalky l-(carbocyclic aryl); 

or all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof. 

34. (Currently amended) The A method for preventing or treating a 
condition in a mammal characterized by unde s ired thrombosis comprising admini s tering 
to s aid mammal a therapeutically effectiv e amount of a compound of claims 22 

wherein: 
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A is phenyl, which is substituted with 0-2 R 1 groups; 

each R 1 is a member independently selected from the group consisting of: 

halo. -CN, -SO?N(R 2 . R\ -SO?R 2 and -CH?NR 2 R 3 ; 
each R 2 and R 3 is a member independently selected from the group consisting of: 

-H and -Oaalkyl; 
Q is a direct link; 

D is phenyl which is substituted with 0-2 R la groups; 

each R la is a member independently selected from the group consisting of: 

-H and halo; 
E is -NH-C(=OV; 

G is a pyrazole ring substituted with 0-2 R lb groups; 

each R lb is a member independently selected from the group consisting of: 

- Me, -Et -C(=OVNHi, -NH?, -NH-(C=OVMe, -NH-S(=OVMe, -SMe, -S(=Q)- 
Me and halo; 

J is a direct link; 

X is a naphthyl, which is substituted with 0-3 R lc groups; 
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each R lc is a member independently selected from the group consisting of: 

halo, OH, -OMe, -NH,. -CN. -NO,, -CH?OH, -O.^alkvl, -C(=Q)-N(-R 2c , -R\ 
-C(=NHVN(-R 2c , -S(=OVN(-R 2c , -R 3c ), -S(=OVR 2c , -S(=Q)rQH, -CF^, 2- 

imidazoIin-2-yl and l-methyl-2-imidazolin-2-yl; 

each R 2c and R 3c is a member independently selected from the group consisting of: 

-H, -OH, -NH? and -C^alkyl; 

or all pharmaceutical^ acceptable diastereomers, enantiomers or mixtures 
thereof, salts, hydrates or solvates thereof. 

35. (Original) The method of claim 34, wherein the condition is selected from 
the group consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory angina, 
occlusive coronary thrombus occurring post-thrombolytic therapy or post-coronary 
angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic stroke, 
thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular coagulation, 
thrombotic thrombocytopenic purpura, thromboangiitis obliterans, thrombotic disease 
associated with heparin-induced thrombocytopenia, thrombotic complications associated 
with extracorporeal circulation, thrombotic complications associated with 
instrumentation, and thrombotic complications associated with the fitting of prosthetic 
devices. 

36. (Canceled) 
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37. (New) A pharmaceutical composition of claim 2 1 

wherein the compound has the following formula: 




R 1 is selected from the group consisting of: 

-S(=0) 2 -NH 2 , -S(=0) 2 -Me, -CH 2 NH 2 , and -CH 2 NMe 2 ; 
R la is selected from the group consisting of: 

-H, -F, -CI and -Br; 

R lcl is independently selected from the group consisting of: 

-H, -F, -CI, -Br, -NH 2 , -OH, -S0 2 Me, -S0 2 Et, -S0 2 NH 2 , -N0 2 , -CN, -CONH 2 and - 
CH 2 OH; 

R lc2 is independently selected from the group consisting of: 

-H, -F, -CI and -Br; 
R lc3 is independently selected from the group consisting of: 

-H, -F, -CI and -Br; 
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R lb is selected from the group consisting of: 

-H, -CH 3 and -CF 3 . 

38. (New) The method of claim-22 

wherein the compound has the following formula: 




R 1 is selected from the group consisting of: 

-S(=0) 2 -NH 2 , -S(=0) 2 -Me, -CH 2 NH 2 , and -CH 2 NMe 2 ; 
R la is selected from the group consisting of: 

-H, -F, -CI and -Br; 

R lcl is independently selected from the group consisting of: 

-H, -F, -CI, -Br, -NH 2 , -OH, -S0 2 Me, -S0 2 Et, -S0 2 NH 2 , -N0 2 , -CN, -CONH 2 and - 
CH 2 OH; 

R lc2 is independently selected from the group consisting of: 
-H, -F, -CI and -Br; 
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R lc3 is independently selected from the group consisting of: 

-H, -F, -CI and -Br; 

R lb is selected from the group consisting of: 

-H, -CH 3 and -CF 3 . 

40. (New) The method of claim 39, wherein the condition is selected from the 
group consisting of: 

acute coronary syndrome, myocardial infarction, unstable angina, refractory angina, 
occlusive coronary thrombus occurring post-thrombolytic therapy or post-coronary 
angioplasty, a thrombotically mediated cerebrovascular syndrome, embolic stroke, 
thrombotic stroke, transient ischemic attacks, venous thrombosis, deep venous 
thrombosis, pulmonary embolus, coagulopathy, disseminated intravascular coagulation, 
thrombotic thrombocytopenic purpura, thromboangiitis obliterans, thrombotic disease 
associated with heparin-induced thrombocytopenia, thrombotic complications associated 
with extracorporeal circulation, thrombotic complications associated with 
instrumentation, and thrombotic complications associated with the fitting of prosthetic 
devices. 
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